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FINAL ACTION 



1. This action is in response to papers filed 22 July 2002 in Paper No. 17 in which claim 
159 was amended and new claims 177-182 were added. All of the amendments have been 
thoroughly reviewed and entered. New Claims 178 and 180-182 depend from a non-elected 
inventions and therefore are not drawn to elected inventions. Claims 178 and 180-182 are 
withdrawn from consideration as being drawn to non- elected inventions. The previous 
rejections in the Office Action of Paper No. 16 dated 21 February 2002 under 35 U.S.C. 112, 
second paragraph are withdrawn in view of the amendments. The previous rejections under 35 
U.S.C. 102(b) and 35 U.S.C. 103(a) are maintained. All of the arguments have been thoroughly 
reviewed and are discussed below. New grounds for rejection necessitated by amendment are 
discussed. 

Applicant Affirmation of the election with traverse is acknowledged. The traversal is on 
the grounds that the special technical feature of the present invention is not disclosed by 
Marks because the biological unit of Marks is a single antibody which contains a heavy chain 
fragment and a light chain fragment. Applicant argues that the two fragments of a single 
antibody cannot be randomly ligated as instantly claimed. 

The argument has been considered but is not found persuasive because Marks 
specifically teaches randomly ligating at least two DNA fragments (Fig. 1, line 1 1-end). The 
claims are drawn to a method of identifying and producing a peptide, the method comprising: 
providing a plurality of DNA fragments which appear in a DNA sequence which encode a single 
biological unit and creating a library of oligonucleotides each comprising at least two of said 
fragments being randomly ligated. Marks discloses the claimed method wherein the biological 
unit is an antibody wherein antibody fragments are randomly ligated, inserted into an 
expression system, expressed as peptides, screened, identified and producing identified 
peptides (page 16008). Therefore, Marks discloses the technical feature which link Groups I- 
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V. Hence, the groups are not so linked as to form a single general inventive concept as defined 
by PCX Rule 13.1. 

The restriction is still deemed proper and therefore made FINAL. 

Claims 144-156, 159-170, 177 and 179 are under prosecution. 



Claim Rejections - 35 USC §102 

2. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this country, more than one year prior to the date of application for 
patent in the United States. 

3. Claims 144-146, 149-151, 155, 156, 159-161, 163-165, 169 and 170 are rejected 
under 35 U.S.C. 102(b) as being anticipated by Huse et al (Science, 1989, 246: 1275-1281). 

Regarding Claim 144, Huse et al disclose a method of identifying and producing a 
peptide which interacts with a ligand which interacts with a discontinuous epitope of a single 
biological unit comprising: providing a plurality of DNA fragments which appear in a DNA 
sequence encoding said single biological unit (i.e. antibody); creating a library of 
oligonucleotides comprising at least two randomly Hgated DNA fragments; inserting each of 
said oligonucleotides in to an expression system (i.e. phage); expressing the peptides encoded 
by the oligonucleotides; screening the expressed peptides for interaction with a ligand that 
interacts with a discontinuous epitope (i.e. antigen); identifying the peptide and producing the 
identified peptide (page 1277, right column, first full paragraph and Fig. 1; and page 1278, left 
column, first full paragraph). The courts have stated that claims must be given their broadest 
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reasonable interpretation consistent with the specification In re Morris, 127 F.3d 1048, 1054- 
55, 44 USPQ2d 1023, 1027-28 (Fed. Cir. 1997); In re Prater, 415 F.2d 1393, 1404-05, 162 
USPQ 541, 550-551 (CCPA 1969); and In reZletz, 893 F.2d 319, 321-22, 13 USPQ2d 1320, 
1322 (Fed. Cir. 1989) (see MPEP 2111). The claims are given the broadest reasonable 
interpretation consistent with the claim language and specification wherein "a single biological 
unit" is not clearly defined. Given the broadest reasonable interpretation of the claim, the 
claimed single biological unit encompasses the antibody of Huse et al. Therefore, Huse et al 
disclose the method as claimed. 

Regarding Claim 145, Huse et al disclose the method wherein step (a) comprises 
cutting said DNA sequence to form said plurality of DNA fragments (page 1278, left column, 
first full paragraph). 

Regarding Claim 146, Huse et al disclose the method wherein said cutting is 
accomplished enzymatically i.e. restriction digestion (page 1278, left column, first full 
paragraph). 

Regarding Claim 149, Huse et al disclose the method wherein step (b) comprises 
randomly ligating said plurality of DNA fragments to form at least one ligated fragment and at 
least partially digesting the ligated fragment to form said library i.e. the light chain fragments 
and heavy chain fragments are each randomly ligated into vectors and then digested (page 
1277, right column, last three lines-page 1278, first three lines). 

Regarding Claim 150, Huse et al disclose the method wherein said expression system 
comprises a plurality of bacteria and step (c) comprises inserting one of said library into each of 
said plurality of bacteria (page 1278, left column, first full paragraph). 

Regarding Claim 151, Huse et al disclose the method wherein said expression system 
comprises a plurality of phage and step (c) comprises inserting one of said library into each of 
said plurality of phage (page 1278, left column, first full paragraph). 
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Regarding Claim 155, Huse et al disclose the method wherein the single biological unit 
is a protein i.e. the single biological unit is an antibody and the fragments provided in (a) are 
fragments of the antibody (Abstract). The claims are given the broadest reasonable 
interpretation consistent with the claim language and specification wherein "a single biological 
unit" is not clearly defined. Given the broadest reasonable interpretation of the claim, the 
claimed single biological unit encompasses the antibody of Huse et al. Therefore, Huse et al 
disclose the method as claimed. 

Regarding Claim 156, Huse et al disclose the method wherein the single biological unit 
is two or more proteins which interact to form a complex i.e. the single biological unit is a light 
chain and a heavy chain and the light and heavy chain interact to form an antibody complex 
(Abstract). The claims are given the broadest reasonable interpretation consistent with the 
claim language and specification wherein "a single biological unit" is not clearly defined. Given 
the broadest reasonable interpretation of the claim, the claimed single biological unit 
comprising two or more proteins encompasses the light chain and heavy chain of Huse et al. 
Therefore, Huse et al disclose the method as claimed. 

Regarding Claim 159, Huse et al disclose a method of preparing a library of peptides 
comprising: providing a plurality of DNA fragments which appear in a DNA sequence encoding 
said single biological unit (i.e. Fab antibody); creating a library of oligonucleotides comprising 
at least two randomly ligated DNA fragments; inserting each of said oligonucleotides in to an 
expression system (i.e. phage); expressing the peptides encoded by the oligonucleotides; 
screening the expressed peptides for interaction with a ligand that interacts with a 
discontinuous epitope (i.e. antigen); identifying the peptide and producing the identified peptide 
(page 1277, right column, first full paragraph and Fig. 1; and page 1278, left column, first full 
paragraph). The claims are given the broadest reasonable interpretation consistent with the 
claim language and specification wherein "a single biological unit" is not clearly defined. Given 
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the broadest reasonable interpretation of the claim, a single biological unit encompasses the 
antibody of Huse et al. Therefore, Huse et al disclose the method as claimed. 

Regarding Claim 160, Huse et al disclose the method wherein step (a) comprises 
cutting said DNA sequence to form said plurality of DNA fragments (page 1278, left column, 
first full paragraph) . 

Regarding Claim 161, Huse et al disclose the method wherein said cutting is 
accomplished enzymatically i.e. restriction digestion (page 1278, left column, first full 
paragraph). 

Regarding Claim 163, Huse et al disclose the method wherein step (b) comprises 
randomly ligating said plurality of DNA fragments to form at least one ligated fragment and at 
least partially digesting the ligated fragment to form said library i.e. the light chain fragments 
and heavy chain fragments were each randomly ligated into vectors and then digested (page 
1277, right column, last three lines-page 1278, first three lines). 

Regarding Claim 164, Huse et al disclose the method wherein said expression system 
comprises a plurality of bacteria and step (c) comprises inserting one of said library into each of 
said plurality of bacteria (page 1278, left column, first full paragraph). 

Regarding Claim 165, Huse et al disclose the method wherein said expression system 
comprises a plurality of phage and step (c) comprises inserting one of said library into each of 
said plurality of phage (page 1278, left column, first full paragraph). 

Regarding Claim 169, Huse et al disclose the method wherein the single biological unit 
is a protein i.e. the single biological unit is an antibody and the fragments provide in (a) are 
fragments of the antibody (Abstract). The claims are given the broadest reasonable 
interpretation consistent with the claim language and specification wherein "a single biological 
unit" is not clearly defined. Given the broadest reasonable interpretation, the claimed single 
biological unit encompasses the antibody of Huse et al. Therefore, Huse et al disclose the 
method as claimed. 
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Regarding Claim 170, Huse et al disclose the method wherein the single biological unit 
is two or more proteins which interact to form a complex i.e. the single biological unit is f a 
light chain and a heavy chain which interact to from an antibody complex (Abstract). The 
claims are given the broadest reasonable interpretation consistent with the claim language and 
specification wherein "a single biological unit" is not clearly defined. Given the broadest 
reasonable interpretation, the claimed single biological unit encompasses the light chain and 
heavy chain proteins of Huse et al. Therefore, Huse et al disclose the method as claimed. 



Claim Rejections - 35 USC §103 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertadns. Patentability shall not be negatived by 
the manner in which the invention was made. 

5. Claims 147, 148, 154, 162 and 168 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Huse et al (Science, 1989, 246: 1275-1281) in view of Stemmer et al (U.S. 
Patent No. 5,811,238, filed 30 November 1995). 

Regarding Claim 147, Huse et al teach a method of identifying and producing a 
peptide which interacts with a ligand which interacts with a discontinuous epitope of a single 
biological unit comprising: providing a plurality of DNA fragments which appear in a DNA 
sequence encoding said single biological unit (i.e. Fab antibody); creating a library of 
oligonucleotides comprising at least two randomly ligated DNA fragments; inserting each of 
said oligonucleotides in to an expression system (i.e. phage); expressing the peptides encoded 
by the oligonucleotides; screening the expressed peptides for interaction with a ligand that 
interacts with a discontinuous epitope (i.e. antigen); identifying the peptide and producing the 
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identified peptide (page 1277, right column, first full paragraph and Fig. 1; and page 1278, left 
column, first full paragraph) wherein said cutting is accomplished enzymatically i.e. restriction 
digestion (page 1278, left column, first full paragraph) but they do note teach the cutting is 
accomplished by mechanically cutting. However, mechanical cutting of DNA was well know in 
the art at the time the claimed invention was made as taught by Stemmer et al. who teach a 
similar method of identifying and producing a peptide. Specifically, Stemmer et al teach the 
similar method comprising providing a plurality of DNA fragments which appear in a DNA 
sequence encoding a single biological unit (i.e. antibody); creating a library of oligonucleotides 
by randomly rearranging said fragments (i.e. shuffling); inserting the oligonucleotides into an 
expression system; expressing and screening the expressed peptide (Column 5, lines 23-50) 
wherein the fragments are provided by mechanically cutting (Column 17, lines 30-35). It would 
have been obvious to one of ordinary skill in the art at the time the claimed invention was 
made to modify the enzyme digestion of Huse et al with the mechanical shearing as taught by 
Stemmer et al to thereby eliminate the time and labor involved with DNA digestion and DNA 
purification following digestion for the obvious benefit of economy of time and labor. 

Regarding Claim 148, Huse et al teach the method wherein said fragments are provide 
by cutting i.e. restriction digestion (page 1278, left column, first full paragraph) but they do not 
teach the fragments are provided by synthesis. However, synthesis of DNA fragments was well 
know in the art at the time the claimed invention was made as taught by Stemmer et al. who 
teach a similar method of identifying and producing a peptide. Specifically, Stemmer et al 
teach a similar method comprising providing a plurality of DNA fragments which appear in a 
DNA sequence encoding a single biological unit (i.e. antibody); creating a library of 
oligonucleotides by randomly rearranging said fragments (i.e. shuffling); inserting the 
oligonucleotides into an expression system; expressing and screening the expressed peptide 
(Column 5, lines 23-50) wherein the fragments are synthesized (Column 17, lines 48-52). It 
would have been obvious to one of ordinary skill in the art at the time the claimed invention 
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was made to modify the enzyme digestion of Huse et al with the synthesis as taught by 
Stemmer et al to thereby provide fragments of known sequence and for the obvious benefit of 
screening known fragments for binding activity. For example, a protein having a known 
sequence interacts with a ligand, but the fragment of protein which interacts with the ligand is 
unknown. The skilled artisan would have been motivated to analyze the encoding sequence to 
identify fragments encoding potential binding activity and to synthesize only those specific 
fragments and to randomly ligate the fragments to thereby identify and produce discontinuous 
peptides with bind to the ligand of interest. 

Regarding Claim 154, Huse et al teach the method wherein said expression system 
comprises a plurality of bacteria and step (c) of inserting comprises inserting one of said library 
into each of said plurality of bacteria (page 1278, left column, first full paragraph) but they do 
not teach the expression system is eukaiyotic. However, eukaryotic expression systems were 
well known in the art at the time the claimed invention was made as taught by Stemmer et al 
who teach the similar method wherein the expression system is eukaryotic (Column 38, lines 
1-42). Additionally, they teach that eukaryotic systems are preferred because the peptide 
produced in secreted as an intact product (Column 38, lines 5-10). It would have been obvious 
to one of ordinary skill in the art at the time the claimed invention was made to modify the 
phage expression system of Huse et al with the eukaryotic expression system as taught by 
Stemmer et al and to insert the library of oligonucleotides into eukaryotic vectors for 
expression in a eukaryotic cell to thereby express and secret intact peptides as preferred by 
Stemmer et al for the obvious benefit of obtaining an intact peptide which is secreted and 
therefore easily purified as taught by Stemmer et al (Column 38, lines 5-10). 

Regarding Claim 162, Huse et al teach a method preparing a peptide library comprising: 
providing a plurality of DNA fragments which appear in a DNA sequence encoding said single 
biological unit (i.e. Fab antibody); creating a library of oligonucleotides comprising at least two 
randomly ligated DNA fragments; inserting each of said oligonucleotides in to an expression 
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system (i.e. phage); expressing the peptides encoded by the oligonucleotides; screening the 
expressed peptides for interaction with a ligand that interacts with a discontinuous epitope (i.e. 
antigen); identifying the peptide and producing the identified peptide (page 1277, right column, 
first full paragraph and Fig. 1; and page 1278, left column, first full paragraph) wherein said 
cutting is accomplished enzymatically i.e. restriction digestion (page 1278, left column, first full 
paragraph) but they do note teach the cutting is accomplished by mechanically cutting. 
However, mechanical cutting of DNA was well know in the art at the time the claimed invention 
was made as taught by Stemmer et al. who teach a similar method of identifying and producing 
a peptide. Specifically, Stemmer et al teach the similar method comprising providing a 
plurality of DNA fragments which appear in a DNA sequence encoding a single biological unit 
(i.e. antibody); creating a library of oligonucleotides by randomly rearranging said fragments 
(i.e. shuffling); inserting the oligonucleotides into an expression system; expressing and 
screening the expressed peptide (Column 5, lines 23-50) wherein the fragments are provided by 
mechanically cutting (Column 17, lines 30-35). It would have been obvious to one of ordinary 
skill in the art at the time the claimed invention was made to modify the enzyme digestion of 
Huse et al with the mechanical shearing as taught by Stemmer et al to thereby eliminate the 
time and labor involved with DNA digestion and DNA purification following digestion for the 
obvious benefit of economy of time and labor. 

Regarding Claim 168, Huse et al teach the method wherein said expression system 
comprises a plurality of bacteria and step (c) of inserting comprises inserting one of said library 
into each of said plurality of bacteria (page 1278, left column, first full paragraph) but they do 
not teach the expression system is eukaryotic. However, eukaryotic expression systems were 
well known in the art at the time the claimed invention was made as taught by Stemmer et al 
who teach the similar method wherein the expression system is eukaryotic (Column 38, lines 
1-42). Additionally, they teach that eukaryotic systems are preferred because the peptide 
produced in secreted as an intact product (Column 38, lines 5-10). It would have been obvious 
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to one of ordinary skill in the art at the time the claimed invention was made to modify the 
phage expression system of Huse et al with the eukaryotic expression system as taught by 
Stemmer et al and to insert the library of oligonucleotides into eukaryotic vectors for 
expression in a eukaryotic cell to thereby express and secret intact peptides as preferred by 
Stemmer et al for the obvious benefit of obtaining an intact peptide which is secreted and 
therefore easily purified, as taught by Stemmer et al (Column 38, lines 5-10). 



6. Claims 152, 153, 166 and 167 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Huse et al (Science, 1989, 246: 1275-1281) in view of Marks et al (The 
Journal of Biological Chemistry, 1992, 267(23): 16007-16010). 

Regarding Claims 152 and 153, Huse et al teach a method of identifying and producing 
a peptide which interacts with a ligand which interacts with a discontinuous epitope of a single 
biological unit comprising: providing a plurality of DNA fragments which appear in a DNA 
sequence encoding said single biological unit (i.e. Fab antibody); creating a library of 
oligonucleotides comprising at least two randomly ligated DNA fragments; inserting each of 
said oligonucleotides in to an expression system (i.e. phage); expressing the peptides encoded 
by the oligonucleotides; screening the expressed peptides for interaction with a ligand that 
interacts with a discontinuous epitope (i.e. antigen); identifying the peptide and producing the 
identified peptide wherein the oligonucleotides are inserted into said phage by cloning (page 
1277, right column, first full paragraph and Fig. 1; and page 1278, left column, first full 
paragraph) but they do note teach the oligonucleotides are cloned into phage genes coding for a 
coat protein. Marks et al teach a similar method comprising: providing a plurality of DNA 
fragments which appear in a DNA sequence encoding said single biological unit (i.e. antibody); 
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creating a library of oligonucleotides comprising at least two randomly ligated DNA fragments; 
inserting each of said oligonucleotides in to an expression system (i.e. phage); expressing the 
peptides encoded by the oligonucleotides; screening the expressed peptides for interaction with 
a ligand that interacts with a discontinuous epitope (i.e. antigen); identifying the peptide and 
producing the identified peptide wherein the oligonucleotides are inserted into said phage by 
cloning (page 16008, Fig 1 and 2) wherein the said oligonucleotides are inserted into phage 
genes coding for a coat protein and wherein said coat protein is pIII or pVIII (page 16008, Fig. 
2). Additionally, Marks et al teach that by inserting the oligonucleotide in to the coat proteins 
(e.g. pIII or pVIII) multiple antibodies are displayed on each phage providing higher binding 
avidity thereby maintaining antibody-antigen binding during washing even for the lower-affinity 
binding reactions (page 16009, left column, first paragraph). It would have been obvious to one 
of ordinary skill in the art at the time the claimed invention was made to modify the phage in 
the method of Huse et al by inserting the oligonucleotide in to either the pIII or pVIII coat 
protein of filamentous phage as taught by Marks et al to thereby express multiple antibodies 
on each phage and increase binding avidity thereby maintaining antibody-antigen binding 
during washing and selection steps for the expected benefit of obtaining even lower-affinity 
binding reactions as taught by Marks et al (page 16009, left column, first paragraph). 

Regarding Claims 166 and 167, Huse et al teach a method preparing a peptide library 
comprising: providing a plurality of DNA fragments which appear in a DNA sequence encoding 
said single biological unit (i.e. Fab antibody); creating a library of oligonucleotides comprising 
at least two randomly ligated DNA fragments; inserting each of said oligonucleotides in to an 
expression system (i.e. phage); expressing the peptides encoded by the oligonucleotides; 
screening the expressed peptides for interaction with a ligand that interacts with a 
discontinuous epitope (i.e. antigen); identifying the peptide and producing the identified peptide 
wherein the oligonucleotides are inserted into said phage by cloning (page 1277, right column, 
first full paragraph and Fig. 1; and page 1278, left column, first full paragraph) but they do not 
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teach the oligonucleotides are cloned into phage genes coding for a coat protein. Marks et al 
teach a similar method comprising: providing a plurality of DNA fragments which appear in a 
DNA sequence encoding said single biological unit (i.e. antibody); creating a library of 
oligonucleotides comprising at least two randomly ligated DNA fragments; inserting each of 
said oligonucleotides in to an expression system (i.e. phage); expressing the peptides encoded 
by the oligonucleotides; screening the expressed peptides for interaction with a ligand that 
interacts with a discontinuous epitope (i.e. antigen); identifying the peptide and producing the 
identified peptide wherein the oligonucleotides are inserted into said phage by cloning (page 
16008, Fig 1 and 2) wherein the said oligonucleotides are inserted into phage genes coding for 
a coat protein and wherein said coat protein is pIII or pVIII (page 16008, Fig. 2). Additionally, 
Marks et al teach that by inserting the oligonucleotide in to the coat proteins (e.g. pIII or pVIII) 
multiple antibodies are displayed on each phage providing higher binding avidity thereby 
maintaining antibody-antigen binding during washing even for the lower- affinity binding 
reactions (page 16009, left column, first paragraph). It would have been obvious to one of 
ordinary skill in the art at the time the claimed invention was made to modify the phage in the 
method of Huse et al by inserting the oligonucleotide in to either the pIII or pVIII coat protein 
of filamentous phage as taught by Marks et al to thereby express multiple antibodies on each 
phage and increase binding avidity thereby maintaining antibody-antigen binding during 
washing and selection steps for the expected benefit of obtaining even low-affinity binding 
reactions as taught by Marks et al (page 16009, left column, first paragraph) and thereby 
produce a more complete library as desired. 
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NEW CLAIMS 

7. Claims 177 and 179 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Huse et al (Science, 1989, 246: 1275-1281) in view of Stemmer et al (U.S. Patent No. 
5,811,238, filed 30 November 1995). 

Regarding Claim 177, Huse et al teach the method of Claims 144 comprising: providing 
a plurality of DNA fragments which appear in a DNA sequence encoding said single biological 
unit (i.e. antibody); creating a library of oligonucleotides comprising at least two randomly 
ligated DNA fragments; inserting each of said oligonucleotides in to an expression system (i.e. 
phage); expressing the peptides encoded by the oligonucleotides; screening the expressed 
peptides for interaction with a ligand that interacts with a discontinuous epitope (i.e. antigen); 
identifying the peptide and producing the identified peptide (page 1277, right column, first full 
paragraph and Fig. 1; and page 1278, left column, first full paragraph) but they do not teach 
the DNA fragments have a size of about 50 to about 150 base pairs. However, random ligation 
of DNA fragments having a size of about 50 to about 150 base pairs was well known in the art 
at the time the claimed invention was made as taught by Stemmer et al (Column 5, lines 21-50) 
who specifically teach that the preferred fragment length is about 50 to 150 base pairs (Column 
17, lines 21-23). It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to modify the fragments of Huse et al using routine 
experimentation and to derive fragments (e.g. of about 50 to about 150) for the obvious benefits 
of optimizing fragment length to thereby maximize identification and production of desired 
peptides. It is noted that In re Aller, 220 F,2d 454,456, 105 USPQ 233,235 states where the 
general conditions of a claim are disclosed in the prior art, it is not inventive to discover the 
optimum by routine experimentation. 

Regarding Claim 179, Huse et al teach the method of Claim 159 comprising: providing 
a plurality of DNA fragments which appear in a DNA sequence encoding said single biological 
unit (i.e. Fab antibody); creating a library of oligonucleotides comprising at least two randomly 
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ligated DNA fragments; inserting each of said oligonucleotides in to an expression system (i.e. 
phage); expressing the peptides encoded by the oligonucleotides; screening the expressed 
peptides for interaction with a ligand that interacts with a discontinuous epitope (i.e. antigen); 
identifying the peptide and producing the identified peptide (page 1277, right column, first full 
paragraph and Fig. 1; and page 1278, left column, first full paragraph) but they do not teach 
the DNA fragments have a size of about 50 to about 150 base pairs. However, random ligation 
of DNA fragments having a size of about 50 to about 150 base pairs was well known in the art 
at the time the claimed invention was made as taught by Stemmer et al (Column 5, lines 21-50) 
who specifically teach that the preferred fragment length is about 50 to 150 base pairs (Column 
17, lines 21-23). It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to modify the fragments of Huse et al using routine 
experimentation and to derive fragments (e.g. of about 50 to about 150) for the obvious benefits 
of optimizing fragment length to thereby maximize library preparation. It is noted that In re 
Allevy 220 F.2d 454,456, 105 USPQ 233,235 states where the general conditions of a claim are 
disclosed in the prior art, it is not inventive to discover the optimum by routine 
experimentation. 



Response to Arguments 

8. Applicant argues that Huse does not create combinations to generate novel structures 
derived from a single polypeptide and thus does not deal with any tertiary structures. 
Applicant further argues that the methodology of Huse maintains the integrity of each 
polypeptide component and ensures the natural position of their fragments as found in nature. 
In contrast, Applicant states, the instant invention is based on generating novel primary 
structures to simulate functional tertiary surfaces. 

In response to applicant's argument that the references fail to show certain features of 
applicant's invention, it is noted that the features upon which applicant relies (i.e., generating 
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"novel structures derived from a single polypeptide " and generation of "novel primary 
structures to simulate functional tertiary surfaces ") are not recited in the rejected claim(s). 
Although the claims are interpreted in light of the specification, limitations from the 
specification are not read into the claims. See In re Van Geuns, 988 F.2d 1181, 26 
USPQ2d 1057 (Fed. Cir. 1993). The claims are drawn to method of identifying and producing 
a peptide and method of preparing a library of peptides, the methods comprising the steps of 
providing a plurality of DNA fragments which encode a single biological unit, creating a library 
of oligonucleotides each comprising at least two fragments being randomly ligated, inserting 
the oligonucleotides in to an expression system, expressing the oligonucleotides to provide 
peptides, screening the peptides, identifying and producing the peptides. Huse et al (as 
detailed above) disclose the method as claimed (page 1277, right column, first full paragraph 
and Fig. 1; and page 1278, left column, first full paragraph). 

Applicant argues that step (b) of their method requires that the at least two DNA 
fragments of step (a) be randomly ligated and because Huse only produces two fragments 
(which Applicant asserts cannot be randomly ligated), they cannot meet the limitations of step 
(b). The argument has been considered but is not found persuasive because Huse specifically 
teach random combination of fragments thereby producing a library (page 1277, right column, 
first full paragraph and page 1278, left column, first full paragraph). 

Applicant argues that the library of Huse contains a lot more than ligated fragments 
from a single biological unit because it contains ligated fragments from an entire library of 
biological units. The argument has been considered but is not found persuasive because the 
open claim language "comprising" encompasses additional biological units. Additionally, step 
(a) recites "providing a plurality of DNA fragments, which fragments appear in a DNA sequence 
which encodes a single biological unit". This recitation defines a plurality of DNA fragments 
but does not limit presence of other DNA fragments which encode other biological units. 
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Applicant argues that the oligonucleotides of Huse contain two fragments from a single 
biological unit i.e. a light chain and a heavy chain and Huse does not contemplate putting the 
fragments in a different order. Therefore, Applicant argues the fragments of Huse cannot be 
randomly ligated. The argument has been considered but is not found persuasive because 
Huse specifically teach random combination of fragments thereby producing a library (page 
1277, right column, first full paragraph and page 1278, left column, first full paragraph). 
Additionally, the argument is not considered persuasive because the claims recite "randomly 
ligated" which does not limit the order or arrangement of the ligated fragments. 

Applicant argues that Stemmer does not supply the deficiencies of Huse and therefore 
the combination of Stemmer and Huse does not make the instant invention obvious. The 
argument has been considered but is not found persuasive for the reasons state above i.e. 
Huse discloses the methods as claimed in Claims 144 and 159. 

Applicant argues that Marks does not supply the deficiencies of Huse and therefore the 
combination of Marks and Huse does not make the instant invention obvious. The argument 
has been considered but is not found persuasive for the reasons state above i.e. Huse discloses 
the methods as claimed in Claims 144 and 159. 



9. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant 
is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
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will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 



Conclusion 

10. No claim is allowed. 

1 1 , Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to BJ Forman whose telephone number is (703) 306-5878. The examiner can normally be 
reached on 6:30 TO 4:00, 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Gary 
Jones can be reached on (703) 308- 11 52. The fax phone numbers for the organization where this 
application or proceeding is assigned are (703) 308-4242 for regular communications and (703) 308-8724 
for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding should 
be directed to the receptionist whose telephone number is (703) 308-0196. 




BJ Forman, Ph.D. 
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